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Latent Mycobacterium tuberculosis infection (LTBI) is defined as a state of persistent immune response to stimulation by M. tuberculosis antigens without evidence of active tuberculosis. (1) The World Health Organization estimates that one fourth of the world population is infected with M. tuberculosis. (2) The main strategy for reducing the risk of developing the disease in individuals infected with M. tuberculosis, who are at increased risk of progression to active tuberculosis, is LTBI treatment, (1) which is able to reduce this risk by 60-90% (3) and is one of the main components of the World Health Organization's End TB strategy. (4) Between 5% and 10% of individuals with LTBI will progress to active tuberculosis in their lifetime, most within the first 5 years after infection. (5) The remainder of infected individuals will be able to contain the infection through an effective cellular immune response, which is dynamic. (6) The greatest risk factor for progression to active tuberculosis is poor immune status. (7) Therefore, HIV-infected individuals are at increased risk of progression to active tuberculosis, as are patients with chronic renal failure, patients with silicosis, and patients on immunosuppressive therapy.
TNF is a pro-inflammatory cytokine that plays an essential role in containing mycobacterial infection. TNF-α is initially produced by macrophages and monocytes activated by various stimuli, including viral and bacterial infections. (8) The release of TNF-α in response to mycobacterial infection increases phagocytosis and killing of mycobacteria, (9) and its production is required for the formation of granulomas, which engulf mycobacteria and prevent their proliferation. (10) In addition, TNF-α helps control mycobacterial infection by inducing apoptosis of ineffective macrophages, thus preventing these cells from becoming intracellular sanctuaries. (10) The treatment of rheumatic diseases has undergone a drastic transformation since the introduction of biological agents, which are able to reduce the inflammatory process and inhibit progressive structural damage. (11) TNF inhibitors are biological agents that reduce inflammation and are able to modify the progression of chronic inflammatory diseases by inhibiting TNF-α. Despite the numerous benefits of using these agents in this population, the development of active tuberculosis should be expected when any biological agent with anti-TNF activity is used. (6) Therefore, screening for and treatment of LTBI are recommended in patients with chronic inflammatory diseases for which treatment with anti-TNF biological agents is indicated.
In this issue of the JBP, Lopes et al. (12) provide information on the risk of developing tuberculosis in patients with LTBI receiving immunomodulators and anti-TNF biological agents. The authors followed patients with chronic inflammatory diseases and LTBI, the mean follow-up period being 3 years (range, 6 months to 4 years). In the study, treatment with biological agents and other immunomodulators was initiated no sooner than 1 month after initiation of isoniazid therapy. There were only 6 cases of active tuberculosis among 101 patients with LTBI. The risk of developing tuberculosis was 1.39 times higher in patients treated with biological agents than in those treated with other immunosuppressants (although the statistical significance of this estimate was not confirmed, possibly because of the small number of active tuberculosis cases). In addition, the patients who developed active tuberculosis were diagnosed with the disease 10 months after the initiation of biological therapy. A history of contact with a tuberculosis case was strongly associated with the development of tuberculosis, which demonstrates that recently acquired infection is a risk factor for the development of active tuberculosis. (5) The most commonly used biological agent, prescribed in 58% of the cases, was infliximab. Of the 5 patients who developed tuberculosis while on biological agents, 4 used infliximab, which is described in the literature as the biological agent that poses the greatest risk of development of active tuberculosis. (6) Another very interesting result of the study was the high LTBI treatment completion rate. (12) LTBI treatment with isoniazid was offered as a way to reduce the risk of developing tuberculosis in patients with a positive tuberculin skin test result and no signs or symptoms of active tuberculosis. More than 95% of the patients completed the treatment. The authors reported only one case of treatment abandonment, which is an excellent result, given that LTBI treatment abandonment is the most commonly reported reason for treatment failure. In addition, the low incidence of adverse effects in the study population, which caused treatment discontinuation in only 4% of the cases, is of note.
These results, found at a referral facility, underscore the need to screen patients who are referred for immunosuppressive therapy for LTBI and to offer LTBI treatment, which proved to be safe and for which the adherence rate was high in patients with chronic inflammatory diseases. Nevertheless, monitoring for tuberculosis symptoms is required throughout the period of treatment with biological agents, particularly in patients who need to be on immunosuppressants for more than 9 months.
